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«Pt6 3 7 6 5 3 S^<2r^09 8/2 8 2 6 4^KSB*tf> 

ft-a-tk ravens 9 9/1 9 3 0 o^zuM<vft&yo, &m&ttmm&&mo 
91132 l^zmm.oit^m, mw&:m!&9 8/5 8 9 1 l-^izmnzixWk 

^tSXZfAU- 1320 5, CP-53353 6 hfrho 
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U* U^EP 2 7^-* > t LT(±, mifiL/i-^ (I) "C^£ frMfc^tJ 
^tfp>tL*o — (I) *K Cl~4<7)7;^;Hi:li, Jt^/K 
yn^v, r^^isi^^^o^Mmtt^^^l-ao (I) 
Cl~807;K;Htii, :^;K :/nfc:;K ^>^;K ^ 

(I) <K C 2 -S^T^^-^^iKi. fef— >K yn^-;K /f-;K ^> 

^-T^o — ^ (I) fp> C 2 -Scdt^*-;^^ -^f--^, ^ni:- 

^Jfv^;K * ^ J: tF-e^L<b 

O^M^tt#S^it^1-^o — 8S£ (I) Cl~4<7)7JVn^ySh^ 
^h^rv. iF^ry, /D^y, ^ h J: Tf^foh^frmS.^^*^ 

mt&o — $5$ (I) C3-7«y^D7Wii:li, n7°u tf;K 

t&o — (i) *s ^nr>M^-tii> -7>7^ ttx. Aaffc^tfg*** 
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fi, 11a, 13E) -17, 17--/d;n7-11, 16-ytKn^fy-9 
-?nn-2 1 3 — ^J-^BMfc&^f <b*L& 0 
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EP37^hiUI±, gRK&H*9 8/3 4 9 1 
Vc&tyQ, %fW¥- 07-23314 5-5-fcIBiftO'fk64(K 10-16805 

6-%izmwi.<Dik&w, #ps¥i 1-01224 9-^^fBmo>fb^, mm^mm 

9 9/2 5 3 5 8^-l'fSm^b^> fcilTTE I -3 3 5 6, M&B-2 8 7 
6 7fWbtL^»o 
[0 0 2 9] 

ffiU»EP3 7^>tUli, tfffBL^-^ (II) -C^S*L<Mfr& 
»^»ffe*L* 0 -«3£ (ID "I 3 , c i~4T;v*;v^te, 

„ Cl~4T;V3Jfy*fci±, i>^>A /O^'A ^h^rv^i 

tfcft&o^&M^tetefc**-*"*** — *5*; (i i) ci~i orwi 
£12, yntf/K 'O'^K AJfyjK * 

?^;v N r-'v^isi^^tL^^^MMtt^^^i-^o — (I I 

) C2~10W-^ii:li, kf^;W ^n^-jv, 
/K ^*-fe~;K A^f^;K ^^-r-;K y*— /K 7**— iz/dtt^o 
««a*tt#**l*i"*o (ID ^ C2~l OT^^Sitt, J- 

x-v-^^i^-tL^^^M^tt^^^-r^o Hfe* (I 
I) *K C3~7y?nrWitlt v^n-7°nt:;K ->^nW, */9 
n^>^;v N y^n^y;K ^ u^^)V^Mrth 0 — H&3£ (II) 
yNny>i:{i> ill?!. MM. 3**&*Bfc1-&o 

[0 0 3 0] 

— jK3ft (II) ^TfiZfrMY&ttoto*)^ ZhKUt L<it, Wz-tfl 1 «, 
1 5 a-vM h3^>- 9 Z, 13 E-^^MMf^lffc 

[0 0 3 1] 
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n/NV^Mb> fc:V<?n>f;Wb> t^y-ML 7 

4b. 7^V^V^fML (5 -^^v- 2 -t^fV- 1 , 

_ 4 _^;v) ^fjvx^fML ->y* D'vfr^/j/tf-^fS/fc/M?— A/xf^f 

Mb, Wb$*t*:<b^&^) iSW^ffcttSo £ftfco<b£-!»i± 
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-i/?ur*X h V >$>%>^te, itL^O?l^tJ^fflv^-C> GB1, 3 5 1, 2 
3 GB1, 4 19, 2 2 l-^WilB*ea*0^tt*fflv^CfclcJ: 

fe*e>. asiWfc L-ci!effl-r*i»»ii5^**o 

[0 0 4 2] 

^^ffiv^tt^t^K "/n y ?\ Zfzi±Z<DUl*, EWH#im 
0<&§B^8 6 0 4 3 0f, @B^rRI»9 9/3 3 7 9 4f, &rti#H s ffiK42rB§fc 
9 7 4 5 8 0-^\ mm^mm9 5/1 9 9 6 #S#iH&5 6 9 8 5 9 8f 

. #S#BHS6 3 7 6 5 3 3-5§\ ffl^H^ 9 8/2 8 2 6 4^ SIH^H 9 
9/1 9 3 0 0^ BWH^fftMI&HllPO 9 1132 1^ i^i^9 8/5 
89 11^ @B£42rH!&9 8/3 4 9 1 6f > #H¥0 7-2 3 3 1 4 5f,f 
Rfl 0- 1 6 8 0 5 6f, #H§¥1 l-0 1 2 2 4 9f, fcilTBW&lM^ 

9/2 53 5 8^mM^mm<o?j&^£vmi&ir&^£tfx£z>o 

[0 0 4 3] 
[#14] 

*&mKm\<* bfr&ik&m *) > mm&t Lx&m-t&iztbiz-t-ft 

<b^t>A (US^tt) <^*^:#ffl*{±> 77h«rt^t3 0mg 
/k gi*M«J^±^*ofco 
[0 0 4 4] 
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Uv^EP 2 7 3-7 VZJgIZ&^LX, EP 2 7^-7 M'Fffl^ Lt & <£ ^ 
EP37^-7h^W4UUv\ EP2 7^H^l^fLt 

U^EP37^ YZVclzft^U EP3 7^ H^ffi** & X^E 

p 2 7 3-^h ^w#Ltuv\ ^ti^fc<D&^mm£'?km%<>r 

^TUv^o EP3 7^^bftffi^ltUv^EP2 7^-7hi:E 

P2 7^ H^^Lt^J;^EP3 7n^ b ^|WJ — mM*PK^mZtiX 
^Xi>X^ 0 Zbiz, EP3 7^7 bfpffl^^Ti-^EP 2 73*^ fziiE 
P27^f fpffl ^^-r^> EP37^-XI> £JjM&-ei§:# UU^ 0 
[0 0 4 5] 

1 ) M^^O^|^i3 <fc tF/i tzl*tem®%:<Vffi$E.& X Tf/i 1Z\±W&L. 

2 ) mt^ywrnm • mes*, ^»^«. 

teXTf/t tzit 

3) ^k^oiij^fflollM 

[0 0 4 6] 

tt>ir, ^ti^ti<D&ttmm£xi>g;%-ox^xi>> x^ Q 

[0 0 4 7] 

&mizfc£zbizimm%!)mmmztixi> x^ a &mztt2>m%dtLxi± 

V&tiZtkmm (nonsteroidal ant i- inflammatory drug : NSAID) > tf * 5 
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ISiW&ffl. #L-9^>#k Poly ADP-ribose polymerase (PAPvP) iM^k FK-506, #1 
[0 0 4 8] 

~* k p G&mfery?^-* im-h^mfhfLho p G^Mi^tLnt, pg 

E^mfa (EPL EP 2, EP3, EP4) , PGD^# (DP, CRTH 
2) . PGF^M (FP) . PGISM (IP) > TX« (TP) 

[0 0 4 9] 

v;K T-fe^*v>> >m"7 6 n^;v^ * vv, 7>7xt^tf 1 J7A, 

^67x^/7^ il>F7^ 'f7'7'n7x^ /f 7'7 , n7x>f3yHK 7^ "7° 

n^-t^ 7JWHf7*n7x>, 7;wnf7°D7x>7+"fef^ ^-y-fuyx. 

7x;7 , n7x>*;i'v'7A, f77"n7xy, t^t^n^v, ~f?J~f 
D7x>, n^y7 p n7xVtb 1 JfA, 7JHy7 a n7xv, t>>7'n7x 
>\ >7itAR, ^7xtA|7)K--)A> h;V7xtAg|, 7D7?7x 
- ^■>7x-;V7 , ^7*>> t^>7x>7rA ^n*5/*A, -r/^v 

„ T^tTn-N. V;v**v. tfyvSURMU 7-feh7^7x>, 
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>M?V7^*^>^ y^n7i>\ ^^^JV^. 77n^n>, 
[0 0 5 1] 

[0 0 5 2] 
[0 0 5 3] 

A S - 3 2 0 1 . 1/^ * y h . ^5 1/^^-^, A L - 4 1 1 4 . I C I - 
10552. ICI-215918, ZD- 5 5 2 2. BAL-ARI8. * Y 
y;H£--;V (methosorbinil) . FR- 6 2 7 6 5. WF-2 4 2 1. GP- 
1447. I DD - 5 9 8. JTT-81L ADN-138, ADN-31 1 
. V > K;VV^^y h (lindolrestat) . S G - 2 1 0. M- 1 6 0 4 9. M- 
16209. NZ-314. V)V\£~ (sorbinil) . irtftlsUXf y h (zo 
polrestat) . CP-AR-3 192. TXn;Vlf;V #*V>Bfc (ascorbyl ga 
molenate) . 'JtW^-^ (risarestat) . t^7l/^>X (salfredins) . 
AD-546 7. TJN-732. TAT. YJVVT,? v Y (tolrestat) . s f- 
TVv^-A (thiazocin-A) . 7^v5'J^ (axillarin) . ICI-2159 
18. y Y (ponalrestat) . ^t;VV^^7 > (minalrestat) . 

DN- 108. SPR-210. A- 74863 a *L&o 
[0 0 5 4] 
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gen £ «£ av * t±«f rnft^ *> # £ o 

[0 0 5 7] 

v^o -wx-tf, (wz.&. «fe»J. *s*u *y-t/w*y, »3k 

o 

[0 0 5 8] 
[0 0 5 9] 

^#4ti> *»W*-fflv*S*W*wJ: ^*£> 
— A$>fz<0, 1 ^ gfrb l 0 0mgOf£HT% 1 H 1 mfrhWcm®. 

■5-ztL2> 0 wmn&^m&te, j&a-A££<k im^og. o. ugH 

[0 0 6 0] 
[0 0 6 1] 
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Zil>\ ttiitmsm v>-h-;K »f H B a -fe;vn 

c^;v^5^m, 7^^'5^^f) *t«#$*L, ft&K'&oxwmmLxm 

bf^-fe^n-;^ i;KD^y , /nt c ;v^f;i/-b;l'n-X73 ? l/-ff) tr^SL 
[0 0 6 4] 

±<^tttfj?«ff^fij v^~h-;K ^>n-^, Mi-t^n 

* N **i;tf~;n£nv k>, ^^^^ft7;^>f-7ny7Af) „ /ft&ft] ( 
f>7°>, L-tKn^yynt'^-b^n-^ ^;v^y^f ^ 

f7'J ^^y7Af) „ (tKD*y7'nt>-fe^n-^, tKn 
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±<D^mm^mm\ w-h-;K ^v^-x, UttSft-t^n 

^y7oe;MW;vn-7, *jwf4r^^f ^-b^n"-^, 

x N Fw^^, v>w&. t-^mi, yvsy. 
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t*JR^J "7>^F-;K ^ovn-x, ftI H B H -b^n-^, nn-r 

^*v*a^) , $Hfc»iB&#J -7;v?h-*> +v 

ijxf i/>^'j3-;K 7°nev>yj3-^ y-;u? 5 >®L TX/^^^i 
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<*) . ^bTK^ts Ga^-tv^ e&y-t 1 ;^ ti^yy^ jsis^^^^ 
i±2m&±.zm&^xm^btiz> 0 s&k, vkw&u &fe\k#u fomt 

[0 0 6 9] 

JL ^y^ ;v> ^yynifjV7;^-;vf) , YMYM (*;v^y^f^-t^a 

„ Frm^n (*^f7 , j«'jxfv^'jn-^) , #Agu 7jc> m. 
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o * t± ttm±osttti k * k y#m $ tssM t -c mat $ 
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, l>to4fe»i-e*LJ!Sll±o®tt***, 7^3-^ (^*y-;v> 



ffiiE# 2004-3019676 



#M 2003-100388 



^-v: 23/ 



[0 0 7 4] 

U^o *-/V-»©«ft2fifett, «;UX#BI«flP* 2,868,691 -^ii J: tfH*3 
,095,355 4§-K#L<IB*3*ltv*S 0 Sfc. x7^»tUt**)^o 
[0 0 7 5] 

[0 0 7 6] 

[0 0 7 7] 
[0 0 7 8] 



mtiEijf 2004-3019676 



&g 2003-100388 



^-v* : 24/ 



JR4£ WJ * if* #35 C- "CiMSiR ttit^ n& o 
[0 0 7 9] 

[0 0 8 0] 

o 

[0 0 8 1] 
[0 0 8 2] 

7 7 h H^jgBEia^fi 1 1* 7*^ ttfll h oyftfe (J . Neurosc i . Methods 1 
04(2)191-198,2002) Ci^SUo 

teHIS§Jb<B/.hftJ: >9> ^4^**5«J;TO6«^1 : I*I^1X4X1.25 mm (^^x 



ffi|E# 2004-3019676 
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^-v: 25/ 



^-y^^ij^A osn^- ~> y >g* y *? a B^fe ; wtestm) * mMm-m 

^'J -7 KKffiffi (0.04 mA~4 mA) Z&tz0&T^3frto&±M8tKffi&Z'& 

a&frfc-ffclhU ^^;vho#«r^fii$*L7tm$olflJ«ffl^y ? Kfc- 

ili^o^-; Mcli, (0.04 mA~4 mA) &iPx.fco UjW^T&Hi! 

t&Lxfrh, m^mz, -?%fr*>mm. (*, ggu *sc) ^x.t^^l 

EP27^>"e*l» (5Z, 9/?, 11a, 13E) -17, 17-7*n/< 
/-ll, i KD+->-9- 0 — /^n^^-5, 13- 

yx>i (ft-g^to (a) ) oy yvtt^itTEP 3 h-e&& 1 1 a, 1 

5 a _c;^ h^v-9-^^V7'DX^-5 Z, 13E-yx>f (fb#«J (B 

Id^J-LT^""^ % y (Dunnett's multiple comparison) MT^^ L;fc ( 

* p<0.05) o 

#L£o EP 2 7^ h^itfEP 3 7=f-* hOffl^fc^af 

»JM1 : 

£lTO#Jftfl-*#fet* J: HtLt, liE^KO. 5mg Mb 

^•t/AlO. 12mg> -fb#t!B:0. 3 8mg) tof&BE&frt'&ff-t 1 

ffi|E# 2004-3019676 



#0 2003-100388 



^-v! 26/ 



0 0#e£#£o 

• (5Z, 9/?, 13E) -17, 17-^n/V-ll, 16-vt: 
Kn^v-9-^nn-2 0 -^^n**- 5, 1 3-v*J.>K Wk^JA) 

1 2mg 

• 11«, 15«-y^^y-9-t^V^^^-5Z, 13E-^>» 
GffriH&B) 3 8mg 

• *J^y^f;Hr^n- ^ *;Vv"i?A 2 0 0mg 

•XfT'J^SI^V^A lOOmg 

■tftftft-t^n-^ 9 - 2 2 

jaT<*>4§-jfc#*1IM£fcJ: 0»^L^ «ffti:J:«IU 1 m 1 o* 
o;U7;W:^U f^i:i»).S^U lyt^T^O. 2mg Wt*fc 
MO. 0 5mg,ft^*B:0. 15mg) WjStt^mt&^T)H 
0 0^«r#7to 

• (5Z, 9/3, 11a, 13 E) -17, 1 7-7-n/NV-l 1, 1 
Kn*v-9-*nu-2 Q-Sfr-fu**- 5, 1 3-v^>m tft^A) 

5 m g 

•11«, 15«-y^^y-9-t^rV/n^^-5Z, l3E-yx>f 
WfcfrfcB) 1 5mg 

• H@7K •■•100ml 
«#J013 : 

JSlT^>#Jft^«:*fe^-t *)rS^L^tf>*>. 3T^tt, 1|£*K0. 5mg^ 

1 0 OSI&ftfco 

• (5 Z, 9/?, 11a, 1 3E) - 1 7, 1 7-^d;V-1 1, 16-^ 
Kn^v-9 -^nn- 2 0 -J fr-fuK * - 5 , 1 3 -V^Wi XikGrtoA) 

5 0 m g 

• *;v^y^f;i/"b;vn-^ 2 0 0mg 

•ZTT'JVt^y^A lOOmg 



tBSE# 2004-3019676 
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^--J : 27/ 



• (5Z, 9 ^, 1 1 «, 13E) -17, 1 7-7'n/NV-l 1, 1 6-yt 
pn^y - 9 -?nn- 2 O-Z^n^^- 5, 1 3 (it^A) 

2 0 m g 

• M'gTk •••100ml 
«J#U 5 : 

&T<D&j£fr*1t;mz£ *)M&Ltz<D-tb, 3T§i!LT, 1|£*K:0. 5mgO® 

tt^^^-r^i^ji o omzntzo 

•11 «, 1 5«-v^ f*5/-9-**V:/n**-5Z f 
Mt^B) 5 Omg 

• f^-b^n- X j])Vi/*>& 2 0 Omg 

• X-tTV >Bfc*^*~>*A 10 Omg 

•^ H H H -b^n-^ 9- 2 § 

WJ6 : 

WM^^UOl^U:©*), ii^«i«IU lmlo* 

5-^tt^^M7;n o o^£t#fco 

•lla, 15«-^f^-9-W^^-5Z, 13E-yx>i 

20m 2 

• v y~ v h 5 g 

• H@7X " ' * 1 0 0 m 1 



tmnt-Lr, ltE^Klmg (^tJAlO. 2 4mg, it^lB 
: 0. 7 6mg) <Dffl$iJ&ftZ^1r2>mtt 1 0 0fjE&#*=o 



ttiSE# 2004-3019676 
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s<-z?: 28/E 



• (5Z, 9 iff, H«, 13 E) -17, 1 1, 1 6-vt 
Kn^v-9-^nn-2 0-/;v-7°n^^-5, 13-yx>i tffc^A) 

2 4 m g 

-11a, 1 5 b^>-9-t^V^^-5Z, 13E-vi>@! 
tft**B) 7 6mg 

• *J^v^fJV-b^n-7 #;vv^A 2 0 0mg 

•Xf7r/^^V')^ lOOmg 

•flbftJHr/i/n-* 9 - 2 s 

: 

fiS!ll«2fcH#i:Ut, i;U7^1mg (4frS^A:0. 2 5mg^ ^ 
»BI0. 75mg) <^)Stt^*ttt4^M7;H 0 O^^UfCo 

• (5Z, 9 iff, 11«, 13E) -17, i7-7'n;V-ll, 16-vfc 
hW-9-^nn-2 0- /^^-5, 13-yi>t (<fc£^A) 

2 5 m g 

•11«, 15a-v^^>-9-W^^-5Z, l3E-^xyf 
(ft^B) 7 5mg 

• 5 « 



jg?^ • • • 10 0ml 



ttilE#2 004-3019676 



2003-100388 



1/E 



1] 



it 




■2-1 012345 

fs^asfe (a) 

-•-Vf A (n=4> 
-B-k't^Jl- (n=5> 

-A-<t^K!A(3M«^S''min for 120minWt£^10Mg/Wmin for 120min) x1/daytrV=@ 



6 
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1/E 



^tlWU^EP273^ Yt$£V/t?zteEF 2 7^ M^ffl£^ 
Ltv^feiv^E P 3 7 3"^ h £&^t>^T&&IS^ii^rt4£^^° b 
fc^o-C, EP3 7^ >ftffl^ftWU^EP27^-X hisi:^/ 
ZtzteEF 2 7^ h^f ^tLtv>tiiv^EP 3 7^ b 



ttiiE# 2004-3019676 



9&m 2 0 0 3- 1 0 0 3 8 8 : 1/E 



#|^mim<7)#^ #12 0 0 3- 1 0 0 3 8 8 

50300558269 

g^t ^5Si±H 0 0 9 4 

flyfcH ¥«15^ 4JI 4B 

[JfttiiBl ¥J&15# 4B 3 0 



tBIE# 2004-3019676 



: i/E 

003-100388 



m M A M M 



f&ElJ#-5§- [000185983] 
1. 0 1 9 9 0^ 9B 20 

ft m *RJff:fcBti|j4>*EiSI*Rr2TB 1#5* 



ffiiiE#-3- mtiE#2 0 0 4 - 3 0 1 9 6 7 6 



: 2/e 



mm 2 003-194643 

m H a js s « # 

£-?§- [899000079] 
1. tl^^H 1999^ 9H 1 7H 

ft 8f ^|5iEHffl2Til 5f 4 5f 



WIE#-t miiE#2 0 0 4 - 3 0 2 7 3 4 7 



